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[ltm^9] -*g(RNAJ&^**-ri* % JJITO (a) ~ (c) : 

(a) \>XT<T> (a-1) 3Ui (a -2) : 

(a-1) eatlitfST-<7)^^L<{i-^*n-K-r^^@S^J, Xfi 
(a -2) (a-1) <7)^*ie^JCTL^iiia^^@e^J^^^ ( 5,DNA«h^ 1> 

( b ) ( a ) ^iMIg^iJ L*§*ilft-C& <Q , ^O&ggfto^g^J ; ^yf 

(c) /u-mjtfcn-KU ±15 (a) 03£»ie?iJ£ (b) £ 

RNA (ds-RNA) **£8|Ett©#gJR*-7'/l*& 
10] § S k i afe^FT* £ > 6-9 O v»r*L 

[it^i i] mmmmn, Rxmu-enm 

2] ttttrjFv »m^6~i lo^-rtL^i^^ga 

13] i Wstf^OZl^il RNAW^^itCif) ft^tt 

15] § fl&iti£? S k i £ . 1 3 Xtt 1 4 IB 
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So 
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18] g filg^ S k i atfc* T * 4 , |ff*g 1 6 Xt± 1 7 IS 

m*mi 9] isfnm, WMit, &tm»iwm 

[»*£2 1] JJITO (a) ~ (c) : 

(a) &TF<D (a-1) Xtt (a -2) Oi&SBS^iJ : 
( a - 1 ) i L < Ji-|fl£ n - Ki-*tt*KW, Xit 
(a-2) (a-1) Ott*E^JJC«-Lffi»«r«rEy(l^?>*-&DNAfc^ h 

( b ) ( a ) <0:!S3&E?!U-*t LfflMWt?* 0 , 3&*ofl£ElR|0:»*E8l ; 

(c) a- KU ±B (a) Offi*E3nit (b) <&*»E?!lfc * 
jl|grt&E?iJ ; 

RNA (ds-RNA) ZI**RN AftS^* 

22] g mmm<#s k i ae? t***, 2 1 fet^z$ 

2 3 ] g »«fe?©H»*»S k i Jfe^o 5 ' fll 5 4 0 b p Oft 
If ^2 UJi2 2|B«(0r*lRNAfta^^^-o 
W*^ 2 4] ( c ) OttEEftjqe&l** 2 fcOf^S, If 

2 1-2 3 0V»-f*L^l^|B«OZ^:«RNA»a^^^-o 

[»*312 5] *&K»fife3Mi«p|l»7 p n*--^-t#tr*0'C*«, |f 

2 1 - 2 4 *>v»r*L* 1 ^zmm<D-*mR na§i^^ * - 0 

MV) M^n*-^-t^l>, W**2 5E«OZl*«iRNA*a^^ 
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7} ZhlZ (a) ~ (c) <Dl3&Wm<D±mzi) tfVJ AM®. 
flf$£2 1-2 6 0^-f*L^15|fc:|B*0-*«[RNA|&a 

[lf*^2 8] StK ( a ) - (c) OttafeE^IOTajCMAZK^-f > 
EW«r*tr*0-e**, Iff*£2 1 ~ 2 7 ©v*-f*i* 1 ^KlfiicOIZ^ilRN A 
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m^m^mmmommz imm^r*^ * * &*mmm x*>* 0 Km 

v»fe*itv»iES IU»lv^SHv * * Ofm^fft ttCapecchi <b Ogfiflttt & flf 

t\ &*^*xwmztL*o i) itai»»fe?©^A^D->ifl.t U 

tttB Kift^S ^+V> fgift 4-^t^y>4 if 03SSJ»tt itfe^ teftgi Lfz? — 
yrryW^-^||^ 0 2 ) ^^ffO^^^ESill: 

3) -0|i^mx.«^8«^JE^SAL, ^57^^t^t4. 4) * 
^77^(0HES ffilfe A£o£a^*t^ft $ fix v> 4 v * * * jijsu t , £ 
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•ERNATS* (R N A interference) tv^^^g^^ 
0Tv>* o ZtMi>ti>km& (C. e 1 egans) , v 3 *v 3 *^ « 
t'X^m $ tLfc3KJfc-c, 4W^mRN A*>VmtzK&+ *-*«r N A * 

v * x ®frx tteSict^stLfv** (##fp^:m 3 a 4 ife 

-^iRNAIi^2 2^^tfW$^RNA^$^ ifcRNA 
^-f/'j^XnitiCiot, mRNAW* ft*-*- £-<h^£tLT 
V* 4 o 5/ a * v 3 * fift V> RNAKJoTmRNA 

W\ 2 0-3 0 ^ ^ 1/ 1 f KO®^Z$iR N A C i o TmR N AO^Wif 
Zti&Zt imm ZtiX^Z ft v> ~#|£ R N A aBB^Ig^AAd # < o m R 

*-Cli, ^it*^aoT^t-^iRNA{:J:oT§M$tL 
[0 0 0 4] 

X3bh 0 

[0 0 0 5] 
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Elbashir, SM. et al. , Nature, 20013s fc411sg, p.494-498 
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Kaufman, RJ. et al., Proc. Natl. Acad. Sci. USA, 1999^, £96$ 
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«£ *; l*J*El±tf> g Witter© m R N A *«^« $ *lt v> £ i t k~t& & <DTr$> 

JTF© (a) ~ (c) : 

( a ) VXT<n> ( a - 1 ) Xtt ( a - 2 ) om^E^J : 

(a-i) Bmmm^^n^L < i±-uz^~ v-f&i&mmiL x& 

(a-2) (a-1) <O^BB2R|HWLffl*tW*BB^e>5fcSDNAt^ h 

y > v * > h ^^#ttvn >f r y *->f X1- * d n a £ n - K-r a *k*E?ij ; 

( b ) ( a ) ^ttHE^ll &~2t UBffi 0 , tf*oiifrBB|6j©&aiK?!| I 

(c) V-^ia-KU ±ffi (a) <om.mmt (b) ©:!S*E?!l££ 

$t*si-*E*y ; 

**ifc#RNAfcls^$jK;fc|&fc, ^t-a • ;v - -7°« it £ ^1" & ~mM 

RNA (ds-RNA) *M$iLStO^ff,fL-5 0 
[0 0 10] 

4 7t±fB S Witter S YW} IJ $)i~&^T^ E WMfclr t tT(i, Rjfe-*- 

s k i itte^ri^f e> ft* 0 
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feT-O Zl*«[ RNAii, R N Af&5!^ * * - o« A <fc t) AM £ ti& C t 

mitL^o i-*iRNAHl^^^-i:Ltli % fiUtf. mr?) (a) ~ ( 
c) : 

(a) J^ITO (a-1) Xfi (a-2) <D^mm I 

(a-1) gfi^itf^^^g|5^ L<{i _ § |5^ rr _ Ki -^^ ge ^ |J ^ XI* 

(a-2) (a-1) <7)^@e^JmLffiM6^^ie^iJ^^^-i>DNAt^ h 

( b ) ( a ) ^iSHBB^Itc^ LffittWC* 0 x ^o^|Bf6]om»@B^J ; RZF 

(c) _hifi (a) o&mmmt (t>) oaafeEyat* 

RNA (ds-RNA) ri%jfc£;h,& fcoa^lf *b*L& 0 
[0 0 12] 

EMftJWt, a0W«#^»fe,*L* o ±iB^m*r';v^(i. vw^^Ct^ 
[0 0 13] 

a wa^om r n a &&mt % i tn, i wans^p y * * r * n& 

[0 0 14] 
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*§&Wl±ifz, Z$lRNAM^^^-t^i), m^?*-l±, £XT<D (a 

) - (c) : 

( a ) \>XT<D ( a - 1 ) Xfi ( a - 2 ) O^SB^iJ : 

(a-1) BWa^O^^L<ti-HK*3-Kt-*tt*E3?!l, Xii 
(a-2) (a-1) Ott*E3?IJH«-L«|«W*E^?>«r*DNAfc^h 

( b ) ( a ) oaa6E^jtcit uaarw-c* , fr^mm&}<Dm.mm ; ^ 

(c) ^IWta-KU ±12 (a) ©ttSEBIi: (b) oaa&Efllfc* 

RNA (ds-RNA) «^$tL^i,h^^^t- -5^T^-5 0 
[0 0 17] 

*o *3fcBfl&»fi5?0-«4:LTI4, WitfS k i ftfe^o 5* «l 5 4 0 b p © 
Wfflv^iH^^ 0 ttz (c) OttatEWfcLTtt, 0UKE&W4-2 

[0 0 18] 
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u®.* Rxf/xit (a) ~ ( c ) v&mm^TmzMAz j >mw-&% 

*» W ii $ h , ±12-^11 R N A ^-^fAL fc» Wit^ £ o 
[0 0 19] 

[0 0 2 0] 

$IR N A Oft $ . * i £ #1IT^ & t 

it^tHfK i7>xy~-y*mmz&if& rna *>s£§s l 

[0 0 2 1] 

1 . RNAfi (RNA interference) 
RNAT^ii, Z*It»*LTV»iRNA (JSIT. Tzi^ilRNAJ Xit 

Tds-RNAJ fc&v*?) #*ttrtfc*»*4*fr|c, {-ORNAOttlU^ 
K*H«*fi«ttOmRNA#»i • «*$jfcT\ H*b LT*0«-CO«fe 
J 34m^«WWJ=«I«$iL*ajftT»*0. RNA^f^-7x77^ RNA 
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RNA t LT^^tLT. ft^cOmRNA^Ii? - m^^^^ 

i> OKWcfct & h H <fc ot „ ffift^itjS^fcy y ?7-7 htii^fii, 

l & t ft # e> pfmifr m# k & tt * r n a =F&<omm k m Lxm tz*%a 
ftv* 0 t fzm%W}Wmm-&^x~*mRT<t A*&mz*t£ 7 t-t^m^, fig 

X 19 #1* L i> R NAWI^ $ i> Otttft^o fco f fctffcft 

[0 0 2 2] 

2. II#0RNASm^* 

^f&W^^-^ilRNAll^^^- (J^T> T^^^^-J £i>\s>7) It 
^ ±ffiRNAT^* J ff "9 fcfcfc&S*, e^itfST-OZl^lRNA^^ • ffM 

J fctt, 0»x.{fZl#0tRNA£0!lfc LxnmLtzWi^ r*j||RNA*3-Kt 
l»DNA^ -^flRNA^r^i-^ J: 9 ^mRNA^^^Ci^to 
Sfc-flfcWfctt ri&5U fcti, il^^n - Kt-&DNA^mRNAt:^$ti 

fBffl#**Bfc?-afcOfc?-a 0 tfc r@lft«{5?-cDz::£iIR N Aj fctt, BftS 
feraLTRNAfi^liilitz^lRNA^U :JWM&fc«^ SKA 

-^ilRNAti, *^^^-±jc*5^TJ^TO (a) - (c) OittEEl : 
( a ) iikT<D ( a - 1 ) X(± ( a - 2 ) cO^^gE^iJ : 
(a-1) BMmtt<Di£^mL< *±— SBfcn- K1-*ffi3feK?!U Xti 
(a -2) (a-1) OSISe^JmUII^^J^^^SDNAi:^ h 
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( b ) ( a ) KM Ulffift-c* "9 , fr^>1&w,ft<oj&.mwsffl ; £0* 

(c) ^-/«*i3-KU -tfB (a) oagfeBB^Ji: (b) oaafeKfllfc* 

1-^r^:ilRNA (d s-RNA) j&*3M$*L*o ^fP^K^T |~*t-A • )l> 
«r*fif L T v» S ;v - f^mm ib&fr- f^M t h tt Z> fltJfitf* 

[0 0 2 3] 

±IB ( a ) O^ie^ijfi, y y ?T*J h H&<D S k i atfr^O^^ L < 14— 
«*3-K-*a:|&afefi?9-e*S (a-l) 0 BlKtiHS^fcte. RNA^fcflJffl 

&ft k pmi- & £ $ an $ *l & ffitt, * <Dm<vmm k mm-t&t mm s ti %> 

[0 0 2 4] 

l^n-iLTMnci:^P,^:?tLtv^ (Nomura, T. et al., Genes 
& Development 13: 412-423, 1999) 0 V ^l/yt-lil^^'J 

-t-*S^LT|g^«HHI«rg| ^feifH^**, ^OlSWSk i tt, 
*»*S»»c*JV*r«S4ra<fl«:*/stTv^ 0 Skiffs t K -7** 
, fcjt/K >vx&ir*&J|iJi3*L, *0:£aiE^JJ±2r&fcfco-Cj3»K GenB 
a n kK&mZtiX^Z :tb (X 1 5 2 1 8) . (AF 4 3 

5 8 5 2) , (X 6 8 6 8 3 ) , /nx (NT_0 3 3 7 7 8) ) 0 *$&W 

K^xit, *<D£T*&mz*Lx^2>i&mmQmmzm-o\*x u> ogs^j^ 
a^F*y y ptv 2>mmo&z<Dm\}*j%u mz.i^ 500-100 

0b P> ^Kli5 0 0~7 0 0 bp^^t**«5e iCtSk iitfsT-fcffl 
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fluffs k i *W<*I^Z>N3|3»«i#MNSl-&&5 0 0-1 0 
0 0 bwmwmt L^o #K#3§93K:i3V>T«:, (a) (D^LWSMt Lt> 
S k i atfe^O 5 ' ffilj 5 4 0 b p OgS^iJ (@B^iJ#-^ 1 ) £Jflv> & Lv> 
o mm^rl ii, 7-)^Sk iit^f- (GenBan kfiffAF4 3 5 8 5 

2) «o*< &o-e&*K -e<7)m*@e^u i -5 4 o#^^-r^ 0 

[0 0 2 5] 

ifz ( a ) om^g^ij i: LTIi, i Wst^O^SR^ L < fi-g& £ a - Ki~ £ 
•ru^Xi-^ffiHEyiJ^-g-ttL* (a -2) o iOiHttSSJiJ-CiboTt 
Ci <h (i RTfb'C^) & o * h i; > h y KjWj& 

(fflrattri* 6 0 %J£Lt. ^L<li80 %J£LL) *tt5DNAi*^'f^V 
Xt4*ft*v^ 0 ^hU^AiftK^l 5 0-9 0 OmM, 0 

£ L < ii 600-900 mMTi «9 ; i§j£#6 0-6 8. ffiL<«65 

[0 0 2 6] 

(b) OtftiiaEflltt. (a) oaSE^iJWLffiMW-eJbO^ 

<> (a) <0^E^Jfcffi«ttJcj:9r*«*^jS^§*sa-c*tLtfj:v» o t 

flUtf (a) om*SB» s ATCGAGTC-e^A$tLTV^^#^«, (b) 
OMie^iJIi G A C T C G A Tt#A$ tt^> i t t & & 0 
[0 0 2 7] 

(c) om^@e^iJ(i> ^-T'f&ttfcn- K1--6 4>O"C*0. £ fc±|E (a) O 
£&E?!j£ (b) *>tt*BBIi: [)U-~7°f$m] ti^ -tofSttojfi 
SSB if K «fc 0 £ e^^r-f ic-*^^- XO i ? fcttK & * 

^f«-lp-eJBtt-C**o ^-!/ffi*ftOft$tt^ Itj6~l 5bp, 0£ L<I4#H 
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[0 0 2 8] 

±12 ( a ) ~~ ( c ) <A:&a£E7!l*i, HI l B K^-f i 9 £ ( c ) OME^iJ^t 

(a) (b) oaafeE^^wtttctoie^i-sittcjioT, *t-a 

• ^-7T»3fi**1"*Z^:fl[RNA (ds-RNA) *Mt4ifc|:44 c £ 

<0— **RNA**BW*^fc#LRNAT8^5l5je£^ 
[0 0 2 9] 

*^o«U»E^Io««iTt=±EBWjtfe^^z:*ttRNA#5KH • J&l&Zfix 
rtfett^BWjaWS^FcOmRNAT&^iK • J;? /n^e-^-^/ 

Xtt^o^oiWf»E2?iJ*jtttLT^^^-^a*5itfC: imm+Zo * 

«m4fc<, i*wynt-^- HitHfliiT'n*-^, «Ifi^n€ 

X»4«ll«IE^JS:x J y ? TV hMM.<DWi^J, S y?TV h tt$k<D B ftliHST-Ote 
^»|#|;$DtiiMt^ : ^ 0 «£|fsk i s-^zH : -£ 

-' , y t ^ h z*itm&*T*wi**ftm't&i*k. s k i 

&*4#&&iI|lk:i3v*T3&#-*- &£ ttimhtiX^Ztztb^ *-fc&*&<> 
^n^e-^-t LT»4, Mx.<4*H^ita#^fi<jyn^-^-^Mv^c:^^^ 

[0 0 3 0] 

f&&jiH#^l& y n * - * - £ ti, ^H^l £ & v> T tif&^iflsg £ £ v> T#^ift 
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cmv) mmmtt^u*-?-^ -oxv>mtt-7°u*-?-, Lcki&m 

^n*-*-, CD 1 9Sfs^:7 0 tf^~*-, Ne s t i infifci^n^- * 
[0 0 3 1] 

*OmRNAO«^£|?&«Lfc*K Zl^ilR N A#c#ftj&*f---tr ^^14^1"^. 

mz&\,*X&E>MmmzWWZfrlZ>mi\<Dim*$i-t (Huang, y., Mo.Cell B 
iol. 16: 1534-1542, 1996) □ 'JWAWi^SE^JIi, mmmx&tlim 

JIJ j&«£*;f P> tL & o m R N A <Dmm.^<DWif K ii 5 ' 5fcSg<a * y 7T»3t*«MS 
Xhhtztb (McKendrick, L. et al., Mol.Cell Biol. 21: 3632-3641, 2001) 
> S ftstfc^ R N A O|g^0§$& £ <0"t CT»lt £ V jj?if>f A £ # A L 
, ^¥^«J;oT^$^7tr^:iIRNA^^^r j r-7'7 p «^t^^i9^< ifcfcio 

[0 0 3 2] 

titMAZ >mmtit, m^iim&it&WM<0 11t*#+ (Yonaha, 

M. et al., Mol.Cell 3: 593-600, 1999 ; Honaha, M. et al., EMB0 J. 19: 377 
0-3777, 2000) 0 Z<DMA Z >m\ i> Z fc£fSS#t?**U*^KKtt-*-* 

Clfc^T?§£ 0 MAZ K*>f >OBEJlJO— WSrBa^J#^-4tc^-t-^ £*LfcRs£ 
$*l&<>OT?J±fci/» 0 mRNA<Oilf^fCli3' 5fc»K>s|*y (A) Urt* 
(Huang. Y., lifrJS) ^ #V (A) X i? m R N A ItfflMM^- 

mf-t&o LfrL&§&wK&^xte, m¥ £ tixfm $ tLfz-^m rna 

RNA^P*5l#jg£^i&55#fc& 0 (A) *|fc*-*-*L 

tf£<&IHMli«*&l-&at, -jKfi«ii:#'j (A) #in">^^;m<g^o»jgtc^S? 
T?** 0 iot^fi, ^**-±o#y (A) ft^v^^!^, ftt> 
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2002-314764 ^ ^-v 

«RNA£tt#y (a) il(i#Jn$tt^v^ 0 

[0 0 3 3] 

s *fwiK^-c«j»f u it=g * - d n a (Dummmmtxit^ )v?-?u- 

[0 0 3 4] 

DNA, ilAltfe^ (BAC) DNA. 1/ h n h y >^^/>DNA, 
AI^fe#: (YAC) DNA N P17t-^AIM# (PAC) DNA& 
Ftfmfbti&AK #Cf$»pUC^77^^ F (0flx.tfl~3kbp*i 
ft) U\, 
[0 0 3 5] 

^ttO I WS^Wm R N A ^ It • 5m~tZ>o 
[0 0 3 6] 

*«tRNAO^Jcj: 0rt«tt©BWa^OmRNA3m*$*LT^«*o-e 
:0f5^^xcy^|i % ±Ifi^$tL7t-^ilRNA§l?|^^^ 

J: o Trt^ttB Wjtfe^Om RNA#«I • ti%> £ £ J; q i fiSitfsT- 
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&mfrbft&i-zzt£t%ir 0 itz*5£wiz&^x ivy*r*hj tit, mm 

o 

[0 0 3 7] 

zmmmmzmxi-z izit, iMnmrnm^mmizmx-f^ - t 

lz~mMR N A £ =/ - K1-&Sg?iJ t ^<0tlJ^I@fi^J^ 3 tf _ $ 
[0 0 3 8] 

3 >; ^7x^y 3 >^jsjc J: *) e saxiiioMiciAL 

it, DNA#»XS*L3fe«ft**«5Htv^5M»ffK:ttXU IMtli 
[0 0 3 9] 

$tL^#:^Wti:1-tL(i\ -*«KRNA»i^O^ (Fl) O 5 0 % fcftit 3 *l 



ttt8E4$ 2003-3100148 
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«^#tt» (Fl) ^■rn»^Ri±oXE»cJ:0**tt^|SHtt^ ( 

F2) «:^Ctm*o 

[0 0 4 0] 

4. ^E^T-^i&t? 
±JfiO J: 5 \Z LTfPtB ^/:b7^yx^,^f|^ g fl^tfe^ j y ? 
mm) \Z X t) > V^o^co^f^^^^^ (£,ft*7Vl*MW 

*3>*-y*»Wtt, (Neural tube closure defect) , Ho 

Xl)»»-coHJiiitJ 0 B(fflH::*tt*ffi]iLtt, *»W#KJ: 

[0 0 4 1] 
[0 0 4 2] 

mmmi) skiz^iRNA Us-rna) *&L'<*9'-«>fm 

K ^ HlAC*t KCMV-RM (Tffi#M 
) fc. Ski n - Kff^o 5 ' « 5 4 o b p m&m-B- 1 ) A U 

^T^KTfEO&^J#-^2K3rf-i 2 b p©*^~ 9— 

T% ±|B5 4 0 b p ©KW W WB*|fl&fti»ll**rt|ft jcjf^t-* itliiOi 
3SU CMV-RM- ski it Lfco 
[0 0 4 3] 
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5' -GGTGCGCATATG-3 ' (mm^ 2 ) 

CMV-RMIt CMV^n^-^^np c DN A 3 (I n v i t r o 

h (Huang, Y. and Carmichael, GC, 1996, Mol. Cell Biol. 16: 1534-1542) 
TONA*'V^7- fe*I I^f*^$t4MAZ K*«f > (Yonaha, M. a 
nd Proudfoot, NJ, 1999, Mol. Cell 3: 593-600) 0-e&& 0 £ifc 

[0 0 4 4] 

-•/t&ofc^-rA • ^-TTffitSr^jSU Ski mRNAWJ^fcods 
-RNA^^ 0 

[0 0 4 5] 

C^M#I2] Ski d s-RNA3£3l^ S k iHSf^fiT 

^ifeMK&v^Tti, Ski d s - RNAM^^ ^-^t«i:^tt^ 

S k i * MissoisizmzirMmZM^tzo 
2 9 3 T»li > 10%FBSM^4ftf (^-y 'J M^^h^^f y 

y ; Invi troge nf±M) t"^tfDMEM (Invi troge n^±M) 

*x-%mLtz 0 ±mmmm 1 tc^rf^L^-/?;* 5 vRxr^mnrnt lto 

. 0 5 // g<7)TK-L u c (P r ome g a*t$!0 ^fflKL i p o f e c t a 
mine (GibcoBRL) KX<0 2 9 3 T#« (4X1 0&) * Yyy^y 
h LtZo 4 2 tirmi&mik, mm* Passive Lys i 7 — ( 

P r ome g a) HSgJRU $BMtfit/<7>T V n - h ^ky7x y — & y >y-fexf 
(Pr omega) iZ^LX, h y 7 x. ? 3 L£ 0 
[0 0 4 6] 

m^XOmm^Uy h&R IPAmm^yyr- (Triton X-100 1 
%, ft^fyn^ith^A 1%, SDS 0. 1%, NaCl 0. 15 
M, 'Jyfth'jvA P H7. 2 0. 0 1 M, h 7 ^n-;v l %) \zmmm 
U ^ y 7 x 7 -b*7 y -fe <^M(:f o til l/:o fetS k i y* u-^;ix 
feL# 1-1, 9-1, 11-1 ^ 1 6 - 1 (Nomura et al. , 1999, fltrJI) <D 
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«***tfv>T, U/yon (^x^^D,^^) £Shinagawa<b 
(Shinagawa, T, et al., 2000, EMBO J. , 19: 2280-2291) fcSB*£$*LTV»* i 

[0 0 4 7] • 

y-T4 >?[Z & ^90kDOSk i ?>s*?M<0;*> Fiftfe 

mZtl&o v^Sk ifm^^^-fc#Hfl|>*o*OS k i d s-RNAM 

(CMV-RM-s k i i) tfALT, RMfcfc**** 5/;7n y ^ 

>^*fH fc, Ski ^WMttds-RNA^fCffLT, i&TLfz 
(12) „ 

[0 0 4 81 

hyy-fe*(7)mRNAt«nds-RNAfI^^^- (CMV- 
RM-gal i) fcflsftu JMSrWMIU^ 7^Ski»^- 

(pact-ski) t*:2 9 3 TW:|AU SkiHlI,^j|tL 
fc„ cio^jciiSk i 9>'**Xls*JU<Dm-r&M.e>tL%:iP<>t: (H2) 0 m 
±0>*S**?>, Sk i d s-RNAtt, id^^^mrt^ioVvT, tfftfi&fc 
Sk i f il/^;^fST^t^ i t^$^c 0 
[0 0 4 9] 

C^Jfe0H3] Ski ds-RNAfg^^^-^fAL/:f7^^yx^7 

9 ^ ^ ^ <7)fpttJ 

CMV-RM-sk i iX(iCMV-RM-ga 1 ifc*tf*2. 2kbOB 
g 1 I I - B amHIi^t^77^> KSBJ^kiaj J) ffi U iULt, v 
W»CMU: 0 ^****MPtt % C57B l/6iv^i:C57B 1 
6Xli (C 5 7B l/6xDBA) FliHiv^^ Wti^i/rttJ: U^) 

Skin- K*W*0**J©5 4 0 bp*rn-rt Ltl^Tttfvyn 
-RM-sk i iiAf^/^y*x^7^7-)^, frtggo >|i^i 7 ^ * 
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(WT) (D&jkZm-to h7>^yx^-^-7->7(iii^j:Sk 
d s - R N AHi^^ * - Z^-tZ Z t tft>fr<o tzo 
[0 0 5 0] 

ttz, v^xJffitco^-C^#-r-2>/ci6^ v Isogen (--;>* 4 >^->) * 

^n-7»t>jr;^^ART-PCRt:J: U^feo 
[0 0 5 1] 

CCGCCTGATGAGTCCGTGAG (@^!j#-5§- 3 ) 
ATCGAAGTCATGGTGGCTA (E?!l#-^4) 

GACGAAACATGCATAGGC 5 ) 

ENo. 2 5 75:1. 0 0 i: L^OfflMf t lt^f 0 
[0 0 5 2] 

1^1] 





US (No. ) 






skii 


256 


0. 015 






257 


1. 00 






259 


<0. 002 






262 


4. 58 


+ 


gali 


233 


9. 15 






268 | 


<0. 002 





[0 0 5 3] 

(i) wmj&m<D&iz 



ttiiiE# 2003-3100148 




2002-314764 



s k iX^^ttttgff OR)Mt (Neural tube closure defect) 

tlZZttfl-eizm&Zfix^Z (Berk, M. et al, Genes Dev. 11:2029-2039, 
1997) » **W!#tt, Ski d8-RNAt»«t*f?Wx-^v9 

*£E10. 5 0«WB»=«WfU ra*0#««RS«*#4:Sr*ii:*«*Lfc 
(B4) o i4^tv7fJ:M;, F7^yx^,^^ (TG) |c*v* 

Ttt*ftW*n £Tv»frv»t i 3 h 7 y *JHM*©$ 

*>. 5E (3 8. 5%) ftqtSttnftAftfc^Lfc UlB*l*#M3*Lfcv>) 

0 7t 0 

[0 0 5 4] 

(2) BRO^jsR^# 

(Colmenares, C. et al., Nature Genet. 30:106-109, 2002) 0 

Ski ds-RNA*3mt^7^5;x- y m^E10. 
KflWfU ^OBI^W MIf ^ > t ^ iiLfe (H5) o H50 ^ 

eprv^i-J:^^ h?^j;xr^7W (TG) K*»?f±noA304<ft3- 
W^lLtV>SiH^^^ 0 2^F7^yxa, W <7) Hs 2E ( 
1 0 0 %) *3WO»»j«JI*^L3feo ^7^3 > j. n~;v£ LTfpM 
LtzpX?? hy^ds-RNA^mfy^v'x-^v^ (9 

[0 0 5 5] 

(3) Mgp-eomjflL 

Ski ds-RNA^mh7>7yx-,^^^ 
^ffii^ifa^L^ ( B6 ) 0 H6fc*v>T, hr/^x-, 
***** (TG) Mskiil^iv^ (ski-/-) (i^miflL^L 

[0 0 5 6] 
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^±0 (1) - (3) <Dm&frb^ Ski ds-RNAHI^^-^iAL 
H^afc^iSFO-Hfle^)^ *><a 2 0-8 0 %OflB#:i::i3i,>-T\ SAa^St^* 
LfcSki ds-RNAHI^^fy^yxx^v^t^ 3 8. 
[0 0 5 7] 

■&mw izxt)^ b mate***; v?T*Yztitzh7>xi?x.-y? mtoRv 
t Wf£ * i o mm * ttris * . fiux ^^tt^^^^<g watfe^o 

[0 0 5 8] 

Sequence listing 

<110> Oriental Yeast Co. , Ltd 
RIKEN 

<120> A process for producing a transgenic animal by introduction of a 
vector expressing a double-stranded RNA 
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<130> P02-0703 
<160> 5 

<170> Patentln version 3.1 

<210> 1 

<211> 540 

<212> DNA 

<213> Mus musculus 

<400> 1 

atggaagctg cagcggccgg ccggggcggc ttccagcagc ccgggctgca gaagacgctg 60 

gagcagttcc acctgagctc catgagctcg ctgggcggcc cggccgtttc tcggcgcgct 120 

gggcaggagg cctacaagaa ggagagcgcc aaggaggcgg gtgcggccac agtgccggcg 180 

ccggtgccca ctgccgcgga gccgccgccc gtgctgcacc tgcctgccat ccagccgccg 240 

ccgcccgtgc ttcccgggcc cttcttcatg ccgtcggacc gctccaccga gcgctgtgag 300 

accgtgctgg aaggggagac catctcttgt ttcgtggtgg gaggtgagaa gcgtctgtgc 360 

ctgccgcaga tcctcaactc ggtgctgcgc gacttctcac tgcagcagat caactccgtg 420 

tgcgatgagc tgcacatcta ctgctcgcgc tgcaccgccg accagctgga gatcctcaaa 480 
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^-v: 25/ 



gtcatgggca tcctgccctt ctccgcgccc tcctgcgggc tcatcaccaa gacggacgcc 540 

' <210> 2 

<211> 12 

<212> DNA 

<213> Artificial 

<220> 

<223> synthetic oligonucleotide 
<400> 2 

ggtgcgcata tg 12 

<210> 3 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> synthetic oligonucleotide 
<400> 3 

ccgcctgatg agtccgtgag 20 

<210> 4 
<211> 19 
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<212> DNA 
<213> Artificial 



<220> 

<223> synthetic oligonucleotide 
<400> 4 

atcgaagtca tggtggcta 



<210> 5 

<211> 18 

<212> DNA 

<213> Artificial 

<220> 

<223> synthetic oligonucleotide 
<400> 5 

gacgaaacat gcataggc ^ 
[0 0 5 9] 

mm^- 2-5 :Mt'j3*^wK 

[HI] 

sk i^xmRNAfmttf-nmm (a) , Msk i h*«rna*3 

- Kf«*« (B) tlWftKStB-C**, 
[HI2] 
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27/E 



[HI 3] 

S k i R N ASm^ * * ri 5 ^ A $ ft/- h 9 > * ^a. - y ^ v ^ X JBE 

[19 4] 

S k i -^MRNA^^^^-^A^ttfc H>^i-y ^v^yUCfc 
[15] 

[HI 6] 

S k i - *llRNA§m^*-^SA£*L£ h9^^x-? ^Wtt 
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[H2] 




«> CO O) 
.'■ I I 

2> i> 



O O 
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o 

LLJ 



{±iiE#2 0 0 3 



-3100148 




fflSE#2 0 0 3 



-3100148 



[B06] 
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> h ^^#Tf^^ 7 V Xf ^ D N A ^ ^ Kf^li^ij ; (b) (a) 
^<MMEW»=#L«*IW-c*o, ^ojeEmottSEn ; (c) 
*a-KU ±15 (a) O^iB^ijt ( b ) ©tt«EWfc*JMiff*B?|; 

A (ds-RNA) #i*StL4£i^ tt ^ r*!RNA«S^^- 

o 

imm\ & l 
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1/E 



[umai 
[mm**] 

[jpfltAftaA] 



ajMA^a^ms (-«*«) 

9756 

¥^15^10^22 8 

#^2002-314764 
503359821 

if3E»f0ftTtT]£^2#l^ 



100075812 



m&vt i 
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iffffil^ff #12002-314764 

50301752791 

H ft* 7 4 7 5 

16^ 1^ 8B 



<B3e« ft ■ ttiDlf ft> 
fcPflBAftSAI 



503359821 

*$SHMttrfjJ!2;$R 2 # 1 # 

^aitfaftAs-ft:^^ 

$f»A 
100075812 

J^MlflWtBIZA^I*! 3-2 



-3 mfD#ltft#: 
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m m a m & m m 



— ~J 



1 . 



ft * 



[000103840] 
1990^ 8^280 
%JR4ffffltE£/KgtR 3 T S 6 # l o 
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m m a m m m m. 



mSU*^" [000006792] 
1 . f 1^1 H 1 9 9 0^ 8 J! 2 8 B 



tatE#-^ mtE#2 0 0 3 - 3 1 0 0 1 4 8 
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ffi I A i I if ^ 



Mftl^-w [503359821] 

1 • ^31^ J! B 2 0 0 3^10^ IB 

ft #r *33Ei^;ft7fTjA^2#i -si- 
ft £ ^3A^T®:j*AS^^^Bff 
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